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I„ the Claims: listings, of claims in the 

This listing of claims will replace all pnor 

application. 

Claims 1-7 (canceled) 

. ,oririna» A mtfhod for inhibiting 1. division of a malignant mtfumalian ce» 
8. (original) A memo „.,j.„ -.11 wim a chemicaljy modified 

comprisingcontact^^ 

oli g onucleoudehavingnomo^^ 

having the sequence <N,Gm)qNx wherein X is 1 to 8 and Q is 1 

oligonucleotide modulates mammalian telomere length. 

9 . (original) The method of claim 8 which is carried out ft. vitro. 

10 . (original) The method of claim 8 which is carried out in vivo. 
Claims 11-13 (canceled) 

M (previously present A ohemicanymodifirf «- - 

l ut ^aoid b a 8 .oni K , ! -doK BO n»o,eoddeHavin 8t n.^(N.O^ 

wherein X is 1 to 8 andQis 1 to 6. 

15 . (pmviousiy prated) The .UgonncUoude of claim 14 which h* a, least one 
phosphorothioate linkage. 

16 . (previously preyed) T*o olisonoclcondc of e,ahn 14 which has at ,e*t one * 
modification of a sugar of said ohgonncleot.de 

„. (previous* preaented, The oUgouucUoude ofclaim 14 which is a chimeric 
oligonucleotide. 

18 . (previously pre-nted) The oligonucleotide ofclaim U wherein aid chemica. 
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pliospbinate.phosphoramidatcthionoaucyip *p m , fide sulfoxide, sulfone, 

sulfonamide, "j*^^™ mo iety selected finm the group consisting of F, N-attyl, O- 
SB. SCH, OCN. .^^o. polyps™ and substituted 

„ Cosine, hypoxsnthlne, 3-and.oadenine. 6- m eu,yl — 6- 

hydn>xymethyl cyto , j^io^a. 2-thiothynune, 2- 

Uuocytostne, 5-talourae.l. 5 bolo* § ^ ^ 

until, 6-azo cytoane, 6-azo thymme, 5 uracil, «nt s . anlino ^i™,, 

IZ fdenine *-« adenine. 8-nydcoxy. adenine. 5-haio uractl. -* 

pynimdo(5 f 4-l>Xl,4)Denz»uii~-- , rtHUffle v car bazolc cytidine (2H- 

d)pyrimidin-2-one), 7-deaza-adenine, 7-deazaguanosme, z amm P y 
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19 (previously presented) The oligonucleotide of claim 18 whe^inthe* sugar 



about 10. 
20. 



^W, present) The oligonucleotide of data 14 wherein said oligonecleonde 
modulates mammalian telomere length. 

2 , (piously presented) A chemically modified oligonucleotide —o^n 
L Nucleic acid base units, said oligonucleotide having the seouenc. ° 
aboutz/nuc v , . to » v is 1 to 8, and Q is 1 to 4, wherein said oligonucleotide 

(G^NxGOq wherein X is 1 to 8, Y is i to o, «•* v 

modulates mammalian telomere length. 

22. (previously presented) The oligonucleotide of cUim 21 which haa a. leas, one 
pbosphoxothioate linkage. 

2 3. (previous* presented) The oligonucleotide of claim 2. which haa a, .east one 2' 
modification of a sugar of said oligonucleotide. 

24. (p revio«lyp re sen«d)TheoU B o»ucleondeofc I airn2. wMch is a chimeric 
oligonucleotide. 

25. (previously presented) The oligonucleotide of claim 21 wherein said chemicel 

modification is: ;«U 
ahackoonemodiflcattonselectedtomuregroupconsraungofehual 

phosph,»u*o.*phospho»di^pho^ 

phosphonam, S'-aMene phoaphonate, S'-alKylene plm^honare. ch*al phospho^. 
phosphina.e.phosphomntidate,^^ 

Le^phospha^oorenophoapha^, morpholino, ailoxane, sulfide. 
ormly, miomrmaceryl. methylene formaceryl, 

coa ^h^n^amf^n^«^.m^byd«^.s^on«e. 



PAGE »S ' RCVD AT 4(1SOO05 i:M:tl PM |Eastein Dayi^it Tbne] ' SVR:USPTfrEFXRF-tlS ' DNIS:872MI6 • CSD:760t033l2e * DURATKXI OlaD-S^K-M 



04/15/2005 14:02 FAX 760603382 Q ISIS PHARMACEUTICALS, IN @006 



PATENT 

DOCKET NO-: ISIS-4976 

AppHcatian No.: 10/038,335 

Office Action Datedi November 29, 2004 

tower ^ subbed lower elkyl. attreoyl, *M *»* «W O O»*0 
« JoCN Q Br CN, CF„ OCF„ SOCH,, SO,CH s . ONO,, NO,, N* NHr. 

«. or a » a» — * ■* consjstiJlg of 5 . me wosi „c 5- 

a modified nucleobases selected ftom the group consisums 
todroxymeflryi ey^e. xeottdne. hypoxic, 2-emtooadenme, 6-=>ethyl adenme, 6 

2 ^TT^o3.. 5-propyny.urecU. S-propyny. cy.os.ne, 6-ezo 

S-dfio*! S-bydroxyt .eotne, S-helo 

Q ^- .wi cH^ine 8 hvdroxyl adenine, 5-halo uracil, 5-bromo uracil, i 
8-thiol adenine, 8-thioalkyl adenine, 8-l.yaroxyi 

^L*- cytosine. 5-bron.o cosine, S-trtOro— „ 7- 

7-n^yladentne. 2-F-edenine, 2-^no-adeoine. e-eze^me S- 
J£Z 7-de^enioe, 7-deazaMeoine, 3-deozasoanine. 
^tH-pyrtaddrKS^a^ox^OHHn.). ^ * 

p^udoC5.4-bX.,4)be m o«ezu,2(3H)^e). ri*< phenox^e cy**ne fr£ (2 

ELL*!* 7-deaze-adeob.e, 7«— » »— - »«— 
26. (pM v i oos.ypreseo t ed)-n.,oU g onuc 1 eo ti deo { c ta au2 5 wither sag- 

LJL ts -o-CH.cmocH,, W» . 

OCCH^CH, -CXCH^ONH, or JXPKWSK*** — • — — *- 1 » 



about 10. 
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